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[SEM^l B02209 

[HUB] ¥^14^ 6 J! 260 

[BIWW#*] ' A61K 38/00 

mmximm] mm^ < im-<vg 4 t g 6 « 3 l mss&^bi^ 

7fr4 0 4-^- 
[ftifel BB4» 

umxitmffi] »o < ra^t 3Tgi2tii mm&it v *?? 

>X505f 
[ft*] *EB 

tWftSO*-^] 000002934 



[WK3U#-^] 100114041 

[MU;{tIA] 

[TOJ#"^1 100106323 
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Wfi&ifiS#-5§-] 005142 
[mtt&m 21.000R 

§s*ffl» 1 

MMfrfcl l 

[&®#£#c#-SH 9909276 
[^JS^RS^] 0203423 
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[w^g i ] @a?ij#^- : i xm s r ^ j mmm t in— l < w-hkw k r— 

2 ] SE?!l#-5§- : 1 $ T 5 J Wm\\ t IWJ — & t < fiHStM 

im&M 3 ] : i -e^ $ tiz> r s / mse^ij t iwj— t < «nsetj n 

[Iff 4 ] IB?iJ#-^: 1 0T^$^^^*@E^iJ^^i-^|f^3iBm^T>^- 

o 

7 ] m^m. 3 temo r > > * # v % ? v * ^ y z t x & & mm 
9 ] wm&^r : i -e^ $ ti& r < j mm t m— & t < t±^®w k 

1 1 1 fc^Bfr • M3*»jT?*aai^ i o ta^ois^o 
I»*si2] f»^9fBm^#$:#^rtr^^^if^o 

[is^ 1 4 ] : ixmzti2>T$.y mm t m— & l < i««fi*7 ura 



tfJSEiRF 2003-3060871 



2002-186799 . ^ . ^- v? : 2/ 

mmm, wm, mmm, ^m, wi, mm.m, mmmt 

1 6 ] ^cJif^B, ?im, mm, m^mm, ik^m, wm, mm. 
mmrn, mmm, wm, mmm, mmm, wimm, mmm, mmmt 
tz\*M.mmmx$>z>mim 8 , 1 3 1 tzam^m 1 4 tmo^mm 0 

7] Staufen homolog 2©M14m«-^ffl£W1-Mt^M feli 

^(D&Z^LXK&m^w • r^^Jo 

MfcfcEl 8] Staufen homolog 2<D%^*Um^ Zftm^-f Zik^* fctt 

1 9 ] se^ij#-^- : 1 -cm. £ r 5 j mm t m— & l < k iwi 

imim 2 2 ] mm^r : 1 -e^ $ *i& r ^ y ms^j t m— i> t < i±mm*) k m 
—<vr $ ymmmz^^z? >^?M*tzi*^r<D : &ft^'73- k*3- 

[f»*^ 2 3 ] w&m^ : 1 ti& r ^ y mum tm—i>L< temwM^m 
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2002-186799 ^ : 

[^2 6] mn^: i-?mzfc2>T<smmi\tm-i> L<imM^Km 

Mo 

[ffi&m 3 o ] mm^ : 1 t^s n& r ^ y m@B^ij t m— t < i$mw&oKm 

[0 0 0 1] 
[0 0 0 2] 

^tv^ 0 ztib<D7%, p 5 3 (it hmxM^mm^mn^mWi^fhx^^ 

m$mmtelrX& . Gl arrest, T *° h - <£>i|a|k D N A Km^H tz^ 
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*x-f**, 42-46JC, 1993^) ^<7)fH^t> % tllp 5 3 14. 
fcjEtfcp 5 3 (Mp 5 3) *5*te*£d/f»*:Cttfc<. flip 53gt 

p 5 3 ^tMp 5 3 fcHflfcfc, T«afe^«riN»i-*ii:j6««l-&$tLTV^ ( 
tVny^y, 12^ 1941 - 1952Jt,1996^) 0 fllp5 3i±s f#LTV>& 
fig^ffi^tCiOv^O^O^^f T'K^fr&j^ 1 7 5fi<or^-> (R 
) ^fc^f-v^ (H) t:ftt/:fllp 5 3 ftfc^m^Mv* 
fcv»"53R#*»*4 (^-VV^-V-^-^ 55^. 5217 - 5221, 1995^) 0 

Staufen homolog 2 (STAU2) (-^VS^*, 62^ 113-118^*-^, 1999 
^)S±. RNA binding protein "Cab^Drosophila StaufenOt: F^^n^-o 
■C* & 0 ?yf t?tt&Mtt^fl&0##^fe-COm R N * £ 

j&*$ft#$*LTV*£ (^l/^ay- XT if 9%, 2945 -2 

953, 1999^) o STAU2J4. PKR (double-stranded RNA-act ivated protein kinas 
e) > TAR RNA binding protein (TRBP) fcif £:*teRNA binding protein 77^ 
V-i:It^o WSP<D^m^Mmmt, transformed pheaDtype&^'tZ. bit*®. 
&2tlX^2> (f xv^^^f;K 16^ 611 - 624, 199730 ST ; 

A U 2 fc*fc<Z>M$il::ov>-co#ft'&W:fcv> 0 
[0 0 0 3] 

mmtm®: Lx^btz mm] 

[0 0 0 4] 
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[0 0 0 5] 

(1) is?0#^-: i-e^$tt^>T^ymSB^Jt|si-^L<(±^^^|wi-<7)T^ 

(2) mm-^i ixmzti&T $ ymmmtm— i>L<i*nnMi~m-<DT$ 
ymmm^^^^^y^^n^v<it^(D^^^vttz^(D^<Dm^ 
<n%m*m^&ft&^ztzi*z0)iM.z^Lx%%m<v^w • t&mm, 

(3) 1 xmzti&T^ ymMmtn— t< («kwhiwi— 07^ 

l < im^^mnm^mmnmztzi±^r<D~u^ 

(4) mm^: 1 oxmztiz>&mm*m-f2>±m (3) iBmor>^-b^ 

(5) ±ta (3) samoT^^-fe^x^i^^ix^^K^^b-r^^g^ 

(6) m^ffi • ?6i^riJ^&£_hfB (5) fB$c?>IS^ 

(7) _LfB (3) IBmOT^^-b^X^i;^^ V*^F£^rLT&&#|jfli> 

(8) ^o^if^-e^^±fB (7) fB^^if^ 

(9) m^m^r: i^$^^,T^ym@B^J^Iwi-^L<(±^iKW^|w|-oT^ 

ft, 

(10) _biB (9) um<7>m$*^Lx%&mm, 

(11) • ^#j-c*-s±sb (1 0) mmomm. 
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(12) JifB (9) IBttO^fc^LTfc&iMtfak 

(13) mwwmrc*>&±& (12) iBft^iwifi. 

(14) @B^J#-^: l-C^^T^ -/KE^Jtra— <> L< tt^RttteR— <?>T 

(15) ?L*. HT-lg, fff:£M-lg> :£3ttJS. S-f§> flFMffi, AE&ffi 

> f^i, ffim^s. ¥#»g. #fli^> 
mjS0T'^>^>±fB (i) , (2) „ (6) ttzi* (i i) iBiRo^Hj • mm%k 

(16) *b#, *fl§->s> %m, mm, mzmm. &atm. ^m, %tmm, mm.m 

> mmm, wm, mmm, ^nm, m&m, wtmm. mmm, mmmttzitA 

WLMmx*$>Z>±M (8) > (13) ttzit (14) ismo^iif^, 

(17) Staufen homo log 2<Dm&*mtt &ft&&tlzi**<7>&* 

(18) Staufen homo 1 og 2<D&& £ & f(MB £ ^rf & it&m *.tz\±* (DM. £ 

(19) mpm^: ix*mzti&T$;mmi\tm--i>L<i*nn&)Km-v>T 

(20) @eyij#-^-: l^stt&r^ymse^jfcisi— t< «*kw^^— or 

(2 1) _tta (1 9) HM<DX9v-->yj5&*tn*±u (2 0) ifitox^ 

(22) se^ij#-t: i-e^$tL^r^ymie^Jt|wi-^L<^^®^nisi-oT 

(23) 1 t?^$tL^T^y^is^!i^isi— & l< \*m&.mzm~- <dt 

3 JWUStMbtt-t* 9 >s*9Mt fcli*tf>«B55^7?- Y*u- Vt&#V X 9 
V * + K Sr^i" & £ £ • ffrSHRl^;* * V - - > 9M * v 
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(24) ±ib (22) mm<Dx?v-~>yjj&t?zi±±m (23) tamo*? 

(25) se^ij#^-: i-emzfr&TS ymmntm— i> t<iingwtciwi— 07 

(2 6 ) S2^iJ##: 1 ti~2> T ^ 7 itfSB^J t |Wj— & L < JiltSC (Hj \iZ |SI— <50 T 

(2 7) ±jb (3) lamorv^-fe^^^;^^ v** Fmtt^^r^f 

(2 8) ±|B (9) Um<Dffifc%&7&LX%:2>T#h--l'Xfem%U 

(29) 1 xm-£ti&T< ;nmiitm—i> L<i±mM$}Km—v>T 

(30) mm^: ivmzti&T<;mmmtm-i>L<tenmmtem-v>T 

[0 0 0 6] 

•9-;v^if) ohh% iRffljfe, mmm, nmmm, yvrmm, mmpm 
mm, m&mm, ^msum, aniH^s mm, mmmm, % 
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, flfctfUBH^ 3\Mmm, J3f«*> L< fiF^«, f7t(iitL^>« 

^ itu raos. &ttu& & l < a ^ & £0 & b < ^ *l h <Dmw^-t %> $> 
urn, tmTM, -KmBiW, mm, <wh) . tit^ ti#, s> lrau w 

Hi. fWl JE<0$. #*. MiJW. &/it> Jffi> tlUMF (flU 

, /M) > jfiLl\ 'fcML HHiL *fgifiu Ifr&lHjU J^pm> ^ 

[0 0 0 7] 

, m?m-%: ix*mfrzti2>T$snmmt%)5 o%m±., »il<^6o% 

&_t. $ ^ ic^t L < fii& 7 0 %J£Lh, L < 8 0 %£Lt, IWI 

w$m^ : i -ea^tt&r ^ ; mm turns ^m- <d r $ ymmmz^i- 

[ 0 0 0 8 ] 

k) mmx>$>2>zt*7F-t 0 tTt^oT. mnmmi&mx&mm^ (m, mo. 

01~100f, ffJKlillO. 1-1 0m, L<1*0. 5~2f&) 

IftKfi, ^§tm<D? (0!k STAU2) ^^^^-^A^^»* 
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s STAU2) o^^ii^mvStto^js^flij^-e^^o 

[0 0 0 9] 

£*i&T3;y^ga?!l4 I ?>l S ^(i2#Jl± (MxJ£l~l 0 OfflHiK. L< 
(±1-3 OMfSJS, L<i±i-i 0^E> ^^i«K(ii: (1-5) 

m) <dt<; m^x^ LtzT^y mmL : 1 -cm z t ^ / mse 

FiJKl S/z{±21@^± (tfflxJf 1- 1 0 0«iJ^ if £ L< Jil - 3 01@@Jg, 

0f l<«i~i oi@@jg. L<i±ifc (i~5) n) (or^iw 

■ 

mvfzT^y mmn, ©m^m^ : 1 -e^$ *l& r ^ y mie^i k i t £ j± 2 ism 

± (#UxJ;£l~l 0 0®gS, L<(±1~3 OliflJ^ ^L<iil~10 

mmm, ^twfKttt (1-5) i@) <aT^ym^#A$*L*:T5ym@B 
®m^m^: ix*mzti&T< ym.m^<Di ttz&2m&± m^iti- 
1 0 ommm, m l<*±i-3 ommm, ^Kai-i o«mj^ £?>k: 

U£L<l±m (1-5) IS) COT 5 yM©7< ym-eu&ztitzTs. 

[0 0 10] 

£*l&t^ ^f^-eMv^tL* 

^/•^fCte, C*^#;V^*v;l^ (-COOH) , ^,;^yi/-H- 
COO-) , T ^ K (-CONH 2 ) t/:l^f;v (-COOR) 0<RTttT^ 

££T^xx;W-:k&t£R t LTte. ^x.tf> **-/K n-T'nt?;!/ 
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t7Wi^C6-i27'J-;vi, #U;l$f, ^>v;k ^if-^vft^y 
^-;V-C i _ 2 ^^Sk L< lia-^f-^^Vft^cOa-f-?^;!/- 
C i _2 7W1^^C 7-1 4T7i^;H, }£^u4 

. ^o7 5yf(Dii±ofti (liif-OH, -sh, 7^i, 

4y K-;i/* % ^T-vVgft^) ^®^ftf£^ (Hit If. *^ 
7-bf;vi^^oc i_ 6 7;v*y^vs*^c i - e Tv;«ftt* 

* * % ft ^ $ tt a o 

$ tt £ r ^ j wm\\ a * » ft if $> tt^> 0 

[0 0 11] 

< »± i o omll, i<ii2o ouft±o7^ /wj^tt^^^f 

1®m_h (SfiKli, 1-1 Offlfifl?, $?>H»*b<tt»: (1-5) IS) or 
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1-2 OfflgK. L<i*.l-1 $&K#£L<»4& (1-5 

H(lt l-2 0im J: t<iil~l 01®@J§£> $<bfc$f£L<tt 

& (i~5) m) orssm&mxztL, ttzit, znT^Jwmwvittz 

[0 0 12] 

^^T^v^tL^^^y^KtiC^W^^^^v;^ (-COO 
H) „ iJ)y#**sV-Y (-COO-)., 75 K (-CONH 2 ) £fcfi^*T- 
(-CO OR) <0|PltLt^oTUv» 0 

#f&91 v> e> -/f - K O tz & <DW% t LXi>m^&Zt 
[0 0 13] 

^f^-Cfflv^ft* * >/^®£ ^JifflJ^rf - Komi: LTi4, ^a^Wlc 

^#$tL^>m («, warn) (m, r/i^v^jwao a?^^* 
ttti, Mx.n, mwmt &m> u>», jnfc7fc§?tm> mo tois, 
is^, v > ^m, mm, &m&wl> 
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itti*) flusimai-r set § & 0 

[0 0 14] 

o -ecoi: 9 &»JBgfc Ltli, ^x.{f, ^nn^f;i/f§, H Kn^ v^f-;v^|g 

, 4- (2* , 4' -^h*i/7x-JI/-KKD^»f^) 7 jc>> 

. 4- (2' , 4' -^f^y7x^V-Fmoc7^if^) 7i^y 

»l«*f«r^f*£t^S&o fctMISrfflv^ „ - 7 < J m t UilW 

^^^^^^7^ K^^&MJfcfcllitU BW<Z>*w^»fcL<f±g& 

WM^v^ii:^^^ m&*£v> 0 

^ Kit ITJt DCC, N, N' -vMV7°nt:>*;wfyMn\ N-^ 

-*LfetJ:*^fk*ctt9*5^W«JlBW HOBt, HOOB t 



mSE# 2003-3060871 



^1*2 0 0 2 - 1 8 6 7 9 9 ^ : 13/ 

OB ti^TH^VMiHOOB t Ji^x^i: LTfcfc^Cl&'ft&TSy'BfcOEr 
[0 0 15] 

ffi&KJB i'^ffl L o & £ i: <b ttr £> J&jUjiiR Ztid&o WLtf^ 
N, N-y^f;V^VA7^ K, N, N-^^f ;V7-bf75 K, N-^A-t? 

T-fe h — h v ?v, y°u tf^-— h vj ^ (7)— h V 
^^a. iI#&7-2 0*0-5 0t:ofEffl^?>Ml:31^$tLJ?> o mmt^fLtzT 

[0 0 16] 

^7 5 7S©flltLtli, Z, Boc, t -^>^;V**v 

>K Cl-Z, Br-Z. T^v>^;v^-^~>7>;v^-;K f'j7WD7 
-fe?-;K :7^n^;K *;p*;k 2-xfn7x-W;V7x-;K ^-7jc^;v 
*^7^7ft^f;K Fmoc^Mv^tLl)o 

^;v^^->;i/^{i. 0Hx.wr. r;v^r;i/i>;T-;Wb (Wx.if, *?-;k je.?-;k 
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B. (Ci_ 6 ) T)Vii J 4 ^^y^i'M^Tn^H, 

Kn e ^ t - & 0 

fny>07x/^^iS^iiatl±, Bz K Cl 2 - 

BzK 2--Fn^>y;K Br-Z. t -f^f-frta k^m^btl%> 0 

^X^-v^O^f 5^V'-;VO^M*i: LTIi, Mx.ll Tos, 
-2, 3, 6 - h V ^7-;W^-*£ ;K DNP, ^^v;^^ vp< 

> Bum. Boc, T f U F m o c & £^ S 7B v> h ti& 0 
[0 0 17] 

^#0*;v^v;^c7)fgtt<b^^%<7)t LTii. Mx.(£\ ttJB'fr Z> MMfc 

, 4; 5-f^Di37xy-;K 2, 4-y-I>D7xy-;K yr;^f;V 
T;^rr-;K A , 7-fD7x;-;K H0NB> N- t: Kn^f- ^ v ^ h\ N 
-tFn^/7^H^ h\ HOBt) £ Oo^t^vO &^ffiv^tt;z> 0 

>>UV*>g^ hV7)Vjru* ?y^)]s*y^ h V 7;l^nif=@££ ) ;z> wiitt 
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•7^7-;^ ^^-T-v-;w ^^^Vy-;K A7^^7-;K v^^iowv 
K> 1, 4-7 , ^>> f ^^— ;K 1, 2-^*>-v^-;v&^oj;-?&# 
^^-^M^Jo^iD^^j-e^^o t^^-v^co^f ^ 7~v*— ;W£li|g£: l 

Tfflv>£>tU> 2, 4 - y ^ h n 7 x ^;H(if 1 7x7- I *l 
, h 'J 7° h 7 7 >0>f > K-;H^*t LTffll> 6 ft.*** 5 *«f±_LfEco 1 , 
2-^^>^^--;k 1, 4 - y^ >^ft-JV^^I4T«Ii;u 

[0 0 18] 

£ 1% * * v3fc$ft r ^ 7 o - # v £ r ^ K< b Ltfl L tzWt 
. T$7*ffifc^y?-K. ft*J?r2«>M3 -CffitfL^ ^7° 

f KION«(0 a - 7 ^ ; iO§iiO**iv>/:r/;^f $ ^lig^7" 
^ K i: C mm<D iJ v *3fe<^tta£o * * L * > ; * * % $ tz tifltf^ 
7°^- K fc.&syt U £ -co * >^9Mttzit^y^ K*±JB Lfc J: -5 £r&£i# 

7^7«$ fctt^^K©«^^Sr#sjcji, fllx-if, */M**->5|d» 
7^0«-*;V^v;v^!|:^o T ;va>-;v|ii:^tT5 7fi^f;V 
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[0 0 19] 

®M. Bodanszky feit^M.A. Ondetti, ^"ff- K • (Peptide Synthe 

sis), Interscience Publishers, New York (1966^) 

©Schroeder&J^uebke, *f • K (The Peptide)-, Academic Press, New 

York (196530 

^7 o ^K^C0SHtmm> *,#(*) (197530 
(D^ftfc^ ^5J:«^ U ?>'i*X<D{t¥Vr, 205. ( 

197730 

©ZzMteWm®. lilp D n ^|^ Hl4^ ^y^-K^> JaJH#J£ 

^ftnit^iau mfcarcft&ftfc*^ &m<7>j3&$>}£>\,*i±zti 
[0020] 

tfv>M^^^oTUK iflL<HDNAt*So DNAtLtii, ^ 
^ADNA. ^ADNA7^f77'J- fitTiS LfcUHlfi • JUfeAfeO c DN A, 
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o 

totalRNAtfzl±mRNAmfr*MWiLtzi><D*m\<*rM& Reverse Transcri 
ptase Po lymerase Chain React ion (&T> RT-PCRfet H&ffrt" & ) &~ «fc c> 

^^"T?fflv^tL^>^>/.^®^n- Kt-SDNA t LTli. fe^J# 

2T^$tL^m»@a^j^^i-^>DNA, ztztemim^ : 2^^tt^^ 

[0 0 2 1] 

y -f X"tr§; l»DNAi: LTIi, @2*«-S§- : 2 -C^tL^Sg^iJ 5 

0 %m±, 2 L < itm 6 0 96JBJLL, $ h Kftt L < fi**j 7 0 %J£Lh, J: i) ftt 
L<(±^8 0%mJi. ti:0JL<li|t)9O%^ f ^$ft t< l±i)9 5%^ 
JiO*B|Wltt £ ^1" .?> mSIB^iJ *4&Ct & D N A ft £ „ 

& y • ^ n-^>^ (Molecular Cloning) 2nd (J. Sambrook et 

al., Cold Spring Harbor Lab. Press, 1989) JCfBIRO^feflf ^Ctotff^ 9 

;W * h U h%0kftt^ 0flx.Jf. ^ b «; TyAmm^mi 9-4 0m 

M, iftt L<t*mi 9-2 0 mMT% Um f $) 5 0-7 Ot, §ftt<{^6 0 
-6 5V<7)^^-t 0 i~ h W Ailkm&m 1 9 mM-mjg«j 6 5 <c<7) 
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[0 0 2 2] 

^H^-CMv^tL^SP^^K^n-Kf ^* 0i ;5?^ (ffl, DNA 

cDNAy^f^'J^ ^jSDNAOV»f*i"eUv»o 
2-e^$tLJ2,^*Be^iJ=Sr#^Tf £DNA?>— ^^ttSDNA, 

2T^£;ft.&m&I£?iJ^W:7*V ^X-ei&DNAte, TtufEtltl 

[0 0 2 3] 

Jtfc L< liMDNA»tilU^i:^^ yj ^t-ysycio 

9- • *n— (Molecular Cloning) 2nd (J. Sambrook et al., Cold Sp 
ring Harbor Lab. Press, 1989) K:|B«02rftfc if ^oTfrfc 5 £ btfX-S £ 
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DNAOttSSyfloasjfeJi, PCR> S^^ryh, mki£, Mutan™-super 
Express Km (SM5t (80. ) , Mutan™-K (SS^t (1*) ) ODA-LA 
PCR?£. Gapped duplex^, Kunkel&^<7) g#<2rfcIO;&i3;£ & v> fi^tt f, K?£ C & 

tSio *Sil:aiR^K>fctt©ATG=S:tU £ 

£3' *3frHlC(iai^J«-jh3 K>fc LTOTAA> TGAifcfiTAG^Lt 

3-Kt&DNA^?>Sfl«li:nDNAIrfri«l»)lBU (u) mDNA$r)t£ 
®^ * * - 4> o T'n * - * - o Tl a i * i) »iS*T & i 

[0 0 2 4] 

^^-fcLtii, K pBR3 2 2, pBR32 

5, pUC 1 2, pUC13) > ^W^%<0"f^7s\ K (0IU pUB 1 1 0, 
pTP5, pC194) , m&&%:79X$ K (i, p SH 1 9, p SH 1 5) 

, y^^r^n^^^^^ifoift!^^^;^^^^ pAl-11, pXTK p 
Rc/CMV^ pRc/RSV, pcDNAI/Ne oft»»f,*i5 0 

SL-cit^j^7 p n^-^--e^>tt^v^^^*>ot?^ was, m^smm.^ 

H±fcLTi^4^ SR^n^^- S V 4 0 -/nqr-*- N LTR 
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rp^t-^, lacyo*-^, recA^nW-, AP L /n? 

1 pp^n^e-^-, T 7 yo* - ^ - 4 W f ±^^;i/XH-e 
^^>%^(i. SPOl^n^-^-, SP027*n^-*- N penPy°n^e- 

o 

[0 0 2 5] 

#y AftJn^^K m^-^-. sv4oiit i Jy>' (mr> s 

V4 0 o r i tH&^i-^)^^^) ^t^^tbtv^ ^O^fflV^C t^t' 

m?tl£, ytFnMlTcft (J^.T. dhf r 
fcBg-|§;"t^>^^^>) C^VM/^r-b-h (MTX) iUSO . T > £° v 

y ^Wttstfei 1 Am p r t B&f>f^ > ^tv^fyvftl 

fcf- mT> Ne o r fcB&^-t- 4 G4 1 8»tt) ^> s Wbfr&o 

dh f r itfe^Mf- 1 ^ ^-X;nA^ ^ -ffl^fflV^T d h f r itfc^ 

^fiOt'#int-^o l»yx'J H7Ift$,^f^ PhoA • y^t;VE 
^|J> OmpA • v^;HE?!]&£^ 1t^**/^^^J|RWC***6-»4^ «-T^ 

Sfrfrli. MF a • v^^se?!]. SUC 2 • ^?-;i/BB?!j&t\ a±?»MJ3£ 
~C3bZ>i§j<&K\$ > 4 >'>jl>; > • * --f > * - "7 n > • 

[0 0 2 6] 



miE# 2003-3060871 



0gM2 002-186799 ^ I 21/ 

:r_ v 3u V M TmM<D^L$m t LT ffl k If , i y T • n 'J (Escheric 
hia coli) K 1 2 • DH 1 O'nv-v^^X • • if • ^va^;!/ • T#7* 
5 - • • t^x^y^fX • ^-7* • ^ • jx-jc^ji- (Proc. Natl. Acad. Sc 
i. USA) , 6 0%, 1 6 0 (1 9 6 8)], J Ml 0 3 Vv 7 • Tz/yX 

• y^— -f- (Nucleic Acids Research) , 9^, 309(1981)3, JA22 
1 [v>-^-^ • • • /^tny- (Journal of Molecular B 

iology) , 1 2 0^, 5 1 7 ( 1 9 7 8)], HB 1 0 1 [v^-^V 
V*z-7- • AMtDy-, 4 1§, 459(1969)], C600 (yx^r 
(Genetics) , 3 9t, 440(1954)] % ¥tim^btl&o 
>^)VxmMtLXte, s^)V7 (Bacillus subtilis 

) MI 1 1 4 iV-y, 2 4%, 255(1983)], 207-21 [v^-^ 
)V •^t^^f'J- (Journal of Biochemistry) ,.9 5t, 8 7(1 

9 8 4)] ttt^m^btl&o 

W-M t LTli, m k. if. ^ y % u v -fe 7 -fe V fcf -> J. (Saccharomyces cere 
visiae) AH22, AH 2 2 R — , NA 8 7 - 1 1 A, DKD-5D, 20B- 
12, v 7*n-7^f^r^ ^ (Schizosaccharomyces pombe) N C Y C 
19 13, NCYC 2 0 3 6, /UhV^ (Pichia pastoris) KM 7 

1 & WJBvvf>*i& 0 
[0 0 2 7] 

ILAM^: LTii, Miff, ^^W^AcNPV^tt, ^m^^jaft 
3fc$clt#fflfll, (Spodoptera frugiperda cell ; S f #fflfl&) , Trichoplusia ni<D*p 
Irfe^OMG 1»> Trichoplusia niOflPfiJfcOHigh FiveT%a)^> Mamestra b 
rassicaefi5fc<7)«$7^«Estigmena acreafi^O^IS^ ttfm^bth&o *7 4 
^^BmNPV^ii, (Bombyx mori N £M& ; BmNffi 

) ^Wfflv^tL^o flffitlttt, fllAtf. S f 9» (ATCC CRL1711 
K Sf 2 1« (m± N Vaughn, J.L. J* -*f<ttf (In Vivo) ,13, 213- 
217,(1977)) %t*tim^bti2> 0 
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(Nature) , 315% 5 9 2 (1 9 8 5)] 0 

|»Jiat(±, Mxlf, t;HSlCOS-7, Vero, ^W^-X/n 

a^^-«cho (mr, cho«£b&se) , dhf rif^^t-f- 
-XM^^iicHo (mr> cho (dhf r -) mmtmz) , ^*x 

LlfflflS, v^AtT-20, ^X^n-v«BJfe, v^7ATDC5«, 

• tvat^V • T#t*S - • 5f X • x>^X • *X • if • jx.-jr.ja.jr.- ( 
Proc. Natl. Acad. Sci. USA) , 6 9%, 2 1 1 0 (1 9 7 2)^v-> (Gene) 
, 17%, 1 0 7(1 9 8 2 ) ^ ^Clfif (O^ ft o ttf* ?i t ^ I ^ o 
[0 0 2 8] 

^•^i^f'fyn (Molecular & General Genetics) , 16 8%, 1 1 1 ( 
1 9 7 9)fc^Kf2fcO;frftK^oTfi : &? it#t!4, 

^yyX^y.xW^n^- (Meth 
ods in Enzymology) , 194%, 182-187 (199 1), yny-y> 
^X • *X • Hf • ^v3^-;v • TiJT* - • *X • X • *X • -9 s • 

^.-i*jr_- (Proc. Natl. Acad. Sci. USA) , 75%, 1929(1978) 
& *f KfB* <^ft fcflfeo -Cff * d - t W # 4 o 

o/Technology) , 6, 47-55 (1988) & ^HfSl^yjft^o T^t& Ht^T'l^ 

O 

lill^HW^CIi, *fflj&l^gij#8 ^ifflfl&I^IUfcXn 

bn-;K 263-267 (1 99 5) (3Hm5tfr) > ^nn^ (Virolo 
gy) , 52%, 4 5 6 (1 9 7 3) KfSm^ft^o Tfrfc ^t^T|^ 0 



£BIE#2 003-3060871 
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> 0Jx.MT. WbTA oT?#14»> V3i*^ AftiMtLT 

MDLTUv^ igi©pHli|j5-8^U\ 
[0 0 2 9] 

xyx'J t7lf Ltii, flu*.}*, ^>n-^, 

/M^#tfM9^% (Miller) , >^-V-^;V • • x^X^'j p< 

• 4 > • ^l/^rjx^ — • v x^f-f y^-X (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 —4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2] imtL^o J: i) 7n J: <«**«fe* 

tc s $j;Ui\ 3 i» — f >vvfrT?VfrM<o£$&mM*1)nz-Z>zbtfx£2>o 

'j n 7ii©t^ igmmism 15-43 vxm 3 ~ 2 4 b#h 

nr±5&^^^^JRBO#^ ^*{iil#^J3 0-4 0°C-C3£j6-2 4B#P^tf^ 

-JUtT- (Burkholder) ft/hi&ife [Bostian, K. L. <b> ^Dy-y^X-t 

■x- (Proc. Natl. Acad. Sci. USA) , 77 4 5 0 5 (1 9 8 0)] ^0.5 
%*f^t^nSD^ [Bitter, G. A. ?U v-i^V^X - Or? 

• nf • Ti/aj-fr • TXTS. - • ^-7* • t^fx^y^fX • • ¥ • .x-xxje. 
- (Proc. Natl. Acad. Sci. USA) , 8 14 5330 (1984) ] WW* 
lft>ii2>o *gi&<Di>Iite%)S~8KM&'r2><Di!)mt Lv> 0 J^ii$i#&j2 0 °C 
-3 5tt|5j2 4-7 2B#IRIfr&v^ CT®^if#£;bnx-£o 

ace's Insect Medium (Grace, T.C.C., — (Nature) ,195,788(1962)) 
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n^SMt L/c 1 o % * yiffwan & <£> & v> bti& 0 *g 

*OpH»i*&6. 2-6. 4 icfi^-r^o^^ Lv\> *&#teiI1^2 7tti 

~2 0%<DffiiM*tfm%&trMEMmili CiM-xV* (Science) , 12 21, 
5 0 1 (1 9 5 2)) , DMEMfi n n (Virology) , 8#, 3 96 
(1 9 5 9)) , R.PMI 16 4 Oi&a [v^-^V • if - T * V % > • 

^•rV • 7Vyx-^ a > (The Journal of the American Medical Associ 
ation) 19 94 5 1 9 (1 9 6 7)), 199^i (/ny-y >^ • t 7 * • 
if • Vt-fxf • 7 * - • if • *n Vi: ;V • ^f^> (Proceeding of 
the Society for the Biological Medicine) , 7 3^, 1(1950)) % ifff 
m^hft&o pH(i|fi6-8-e|)^«t Lv\> ^{±®#^J3 0°C~4 Ot: 

xm\ 5-6 ob3Wt&v\ ^njSDTfi^it^^sn^^o 

K fc^c-tfr L*6 & £ t #*T» § & 0 
[0 0 3 0] 

, u - a 43 j: tf / t tz temumm-fr tiz x o t®#& & v> cmii& & l /c 

l 0 0 TM ft WIfiHtSJm*i-cv»TUv»o K*v/t*«7&*# 



tBfE# 2003-3060871 



^jp 2002-186799 ^ v I 25/ 

? ? -( t*<Dffim<DM*mm~f r? 4-7-4 -put vy^y^ 

[0 0 3 1] 

T^^r-;V^> K^7"^-^--tr\ rDr-f>^f— fe\ ^'J3y^ 
[0 0 3 2] 

y ^ n - 1-)\<i)m<DYtm 
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*§&w<7>?>'**mz, mMmvoKMLx&^Kx ^&itmiki!mm%tmK 
^*tiflwb*vMififls *»a!ifcfc*^i9:#$tL4 0 «#jcRLTfitfrja^feiB* 

4UU^ 0 t#{iif 2~6»:i@fo, If2~ 1 0 E|5gS?fT*>*L*o 
ffi^tt&z&jfiLlfr^i: LTfl 01lx.li\ ^-9-^ ^m 7 K ^"7 

;v^^>f>^ife (^-f^-V- (Nature), 256. 495 (1975)] &C|£v^jfe-t& £ 
t^t'll>o Hl^m^Ji: Ltii, Mill *>Jxfv>^ij rr~-;v (peg) 
^•fe^^-f^^^x^^WbtL^^ »*L<»4PEG**fflv»f,tt4 0 . 
[0 0 3 3] 

fiiiliat(i, 00*.**. NS-l, P3U1, SP2/0, AP-lfc 
-2 0: im8t-e*>*), PEG (#4 L< ttPEG 1 000-PEG6000) 

^10-80 %fem<Dmmx*munz *u 20-4 or. $f t u < f± 3 0 ~ 3 7 r 
•c 1 - 1 0 #hk > -t & i t k x t)$bm x < mmm&znmx § & 0 

y * n «- -f wrv k - v <7> * ^ _ - > ^ ^ 



{±}|E# 2 0 0 3 -3 0 6 0 8 7 1'' 



0 0 2 - 1 8 6 7 9 9 ^ : 27/ 

1-2 0%, ft* L<Jil 0-2 0%O4^BJfiL?f Sr^frRPMI 16 
4 0^ft, 1 - 1 0%<D^JBjfiL?**r'g'tfG I Tigifc OfDSfejML&I* (1*) ) & 

2>wzju7v v-^mmmjsa.mmm (sfm-i o i, u&mm oho ) a 
-e&& 0 3g*n#pw> its h-3»w, <aF4L<»±iaw-2awnf*JSo * 

[0 0 3 4] 

(b) *y ?v-i-)vm&(Dmu 

(«> deae) tzzzwKmm, r^zim, &Mm& 
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^jpg 2002-186799 ^ v 

«*j»2-6a45lCl|II-fo, ff^j3~l Oigg^^^o 
[0 0 3 5] 

v> *>*l* fi|f&53^ 7° K * 3 - K1~ * *° V * ^ v * 

. * £ {«Sftfj fcffittW fcik&BE?!! * fctt £;rr & T ^ > * y * 

^^KfcLTtt, *»WO#«J)i^l/tf K (flU DNA) «>«3£BB?!I fcffi 



ffiIE#2 003-3060871 



2 0 0 2 - 1 8 6 7 9 9 ^ ^-v : 29/ 

§B#i£*@fi?!l£&j7 0%m±, $?£L<J±j&8 0%£Ui, L<tei&9 0 

%m±. ft t l < fi^j 9 5 %&±<Dmm&*^i-2>&mmi\% t^mr^ti 

^^7 7 0 %Jil_h. fiP3L<tt&8 0 96JSLL, J: 0»* L < 9 0 %JBLL. 

tf) RNa s eHK£&RNAf^%^faf&T>?-*>XtfVZ?l'jr^}?<Q 

m&i*. 4 > y n v *-£tr*§&m odna <7)£Mm&\]<vi®ffiM t m 7 0 % jell 

o 

3feE?!l DNAco^ie^J^^gffi^^gB^J. f £{i Ufr*^-? 

i&mm z i&rt & d n a <Dm.mzm Kmn ttwmn, z tz it ^<o-u^^ 



i±5SE# 2003-3060871 



2002-186799 ^ v : 30/ 

[0 0 3 6] 

SP^RNAO^^^SE^Jic^lMfi^^^ 1 ; * * V*?- Kn £ itf*3MI!«>* 
J fcli, atteT-*#*^^V^^-h% *S3feE^fcii^o#5£oE^JMira 

(Mt^^fK tomx* mft-tzi %zv*=f-y mm.) 

^*iftlLTv^ 0 ty^fgrnttw jgArev;v-^ 5' *^6-^ 

a-KHWfc ORFflSi^jhaK^ 3' 4£ftHlRttJ*, 3' n*V>Yu-A 

tBiE# 2003-3060871 



2002-186799 ^ v : 31/ 

W*t>^Z?^*^VZ^-t2>) %Z!tfmift>ti&o J ttibi** 2#$IDNA 
% 1*0DNA, 2^§IRNA, l$iRNA, $^>{:DNA : RNAa^'J 

m<n*?^*^- vzmmw-ew.&Ltz i> <t\ y\m%<o $ titz & 

K&£0 =&^HU0^^^rtTV^^co, 4> 9 —tiV (Mx.it 
T^'J'^A «r#ofco N *V-Mfr&W (Mx.it ^Jl> Belt 

ffm«rto^jR % **>m, mime>&m%£) «r^i-&&«>, t^^mkw*" 

ttfcyy v^itrify s T^Mbsatfcyy Nitrify * &&v> 

*ftWOTVft^ • #y**V*?-K (m> ft RNA, D N A> 
v»t4US«f3*Lfc*Bfc (RNA, DNA) Wofi§^«BfeOMflIfcU 



tBiaEiJ# 2003-3060871 



2002-186799 ^ ^- v : 32/ 

ttKioifif#^f-t «7x-f StzHfls -e t T # y ^ v * v K T ^ K 

tT#f?{i^m^S ; T^:#<^(btLTfe«9, #!JxJ£ J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

& £ -9 fc« < * 'J'Jy^^^'J^ft fflflgll i: OffiUffcffl £ 
V * x n - ;v £ if ) t^o j&fcfcteo & oaqjfclf c, tL^> 0 #inf & fcfiF t L v^i 

-K n-;vm=&^) ^tf«otL&o ^m^3' $I&&v>te5 

' it*. M^l/tvF^HfCftf 

<^ltUI^ *°'J jc^ix>^y rr-;^ y- V 5xf l^^y ifo^y 



tBiE# 2003-3060871 



12 0 0 2-1 8 6 7 9 9 A ^-v? : 33/ 



o 

[0 0 3 7] 
[0 0 3 8] 

> ifk«, jn&ff. ^k*. wmm, wimm, mmm 

fMJO^fcvni^Kf •.^«SMo^^v-->^*niri6J3*& 0 flip 
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[0 0 3 9] 

(l) ^^Mi-^IS^m^tJO^^u-^v^ 

^%m, &^m, wm, jmn-is> mmm, mmm> wm> mwtm, «m 

L/d s ot, ^.mM<V? Jf.5kW<D? >^Jf<7)?£tt£IS#-t;Mt; 

*y^>7%(Dm<k minx, mmmmimm^f) zmmi-ztt&mztzu^ 
mm^mmm^m^t, an •^.mm^y^^m.^m.^.-f^-n^-th 

±.$ix?V-->mmz&^Xi±, 0gx.WT (i) t (ii) <DWi&l<~&^X, 

m mxztitzmM.<Dfr*m$t~f2> ±7 ^mxmm) u ftmztitz^u 

--Z&'&LfzWt&t, (ii) ^W<V? m^zt^? * -&mxzfrtz 
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£ (f^^m^) *»fflv^*t$ 0 m^tLXi^ Mx.lt COS7«, CHO 
HEK2 9 3»J64^»ti|ft#jfiL<fflv^ii-5, gex^'J-^v 

mY&m, smsm®, mmmmm, mmmmm, mmwmmmtt 

-his (ii) <nm&fc&i,fz>mmmmfeMm&*, ±ib co os^k 

Jfc^T, &j 2 0 %m±> §f 4 t < 3 0 %iik±, i^il<(i|j50 %J£JLt|fl 
[0 0 4 0] ' 

it^mttz\t^<omt^ ^jiif, i^yf Kttf^> # 

gB&ggu iMfna tttjfftm^ mmwm&WL, waux* 

[0 0 4 1] 

a*®, %m, mm. m$.mm, itat*. nm, ntmrn. mmm, m-mm 
> wm, mmm, ^nm, mmm, ^mm, mm, mmmtiti±to.m*m* 



ttSlE#2 003-3060871 



2002-186799 ^ ^- v : 36/ 

s s x <£^J fc t X mm -t %> i t -c § « o 

x?V-~>m&bLXiZ, (iii) w<**fcjS&i-*f&;&* 

±E^rttn*wr, (iii) t (iv) o^jc^tt*. HufB«f^oi&m» ( 

JMfctfHCfi, ^l&WO^V/f^Sfft^TtttffirlB^V^^jR^a- Kt^mRNA 

-lib t mu<o i> <d bti& 0 

> eli s as& t^o^m^ tz ii^tiKmc&-jjmz®i^m&irz> a t a*-? § & 

o 

LTSB?!^ : 2 $ fctt*0-fi&*^f*3KBfc*#v> & P C R& 

#!lxJ2\ JifB (iv) O^Kcmt&^fcT-Of^^ ±|B (iii) (om&teit 
^T, «b 2 0 %m_L. 0 £ L < ti 3 0 %JUUu i^Jt<l^50 %JBLbffi# 

[0 0 4 2] 



HliE# 2003-3060871 



2002-186799 ^ ^- v 

^yf- r&ititm. &mt<&®, §&mikm®, mvmmm. mmmmm, mmm. 

y^z m<offltt<D§&m * mm-f z> w&m * tz \± *-o&i± * m k. 
m, %m. mm, m&mm, &m.m, is^ stmm, mmm, mmm. ti, & 

fc&®ztzi*z<vmz±&<Dtem • ^wmtLxmm-t&miir, 
xm&it't&z.ttfx^&o 

[0 0 4 3] 

fllx-tf, mn&5-<Dfztb<D®.)&®tLXl^ mfcttzl±ffi.fe(DMM, Mcm*)K 

&M«»«R&ttM, &T«i«fl, &rt^i*5W. ^c»ttmQ,'m 
±.ufofcz?zitz<DM*m^mtmzm^hti&mmvfc®.i> u< i±«rtt 



miE# 2003-3060871 



g^!2 0 0 2-l 8 6 7 9 9 ^ ^-v : 38/ 

[flk rjV;M->8 0, HCO-50 (polyoxyethylene (50mol) adduct 
of hydrogenated castor oil) ] & £t&m LX $> £\,* 0 M&W.t LTil ft 

[0 0 4 4] 

th mtu %%l n-fwrn, mm ir^f^) > 

*L^h.©i»lMfc3W^Mifc »)If5-5 0 0m g , ») *j»t^W*lT?tt 5-10 
0 m g. Jr<Dm<D%imXte 10~2 50mg ^±IB^^^^T$ titv^ i t 

zUlb& (Mx.ll 7^, l£*;y, 7*^, h y 

N ^n. ^WN-^-fc^) l t^p to £ t i±$mn to l<z%c 

fMt^Sfcii*©tt©##l:»l *©fM§ % ^a^m, &#*h$u 

^*fi#^&^#W*/i»±^ott*igp«:#i-4ii^-, -HlfctofcJfcA (^16 
0 k g i: IT) ££v>T«\ —Bte-o£Wk&&*1zi±*<Di&imo . 1-10 
0m g> $?£ L<iimi. 0-50m g> ±»)Sfit<lifel. 0~20mg$£ 

■^-t^o #&Pto£fS:#-*-*»^i »<k-fr%*^«-e-o«[oiiii«#*tttt# 



ffiSE# 2003-3060871 



2002-186799 A ; 39 



9 y^^M^mn^mm-r^t^t fett-eoa*a««io^-ca#jSA (#m 

60kgiU) fc«:-5-r&*ft\ — HJCog»^^$^tt^a[*^o. 0 
1-3 OmgtE 02L<i±&jO. l-2 0mgSE <fc OfiPi L < ii*&0 . 

[0 0 4 5] 

o 

[0 0 4 6] 

^n-^-;i/^t#^^f ^fflv^T^Bjco^^/N^K^^ft^a 1 ^ 



ffiSE# 2003-306087 1 



2002-186799 . ^ v : 40/ 

ir**fflv^tL* 0 s<b^ fiL#^> £ t rnmm t i:«f>-7if 

[0 0 4 7] 

J£ $ -£ (2 tf> *, , ^^bfi#±^)^|t^J <£> Stt Sr ilJi^-T * i t J: 0 



tbiE# 2003-3060871 



^=112 0 0 2 - 1 8 6 7 9 9 ^ ^-v : 41/ 

n^v^^L^ttflcji^rtt imm-c$>z>>&mi±%<, mfcmm*fa±mtz>m 

[0 0 4 8] 

o 

*Kfc<Dmm$hm(F) mtt&&ttimimm (b) t^mL ( 
o ufct lx mm%.m**m\<\ B/F^t^*°'jxf 

L T mffilffiufaZH & i: &m ti%> o 

m^nLxm^KB^^tz^kmrntrnM^^m-th^ wm.*^ 

[0 0 4 9] 



ttlSE# 2003-3060871 



2002-186799 ^ ^- ^ 

c: tt * <o ftm^mm &m * <o hub -t * k $> tz ^ x » , # 
ftwsgfei (*2jR) bs^5 7«wf) > wmm^m mm#M 

iWfcfeJ (*3JK) (i^tiS> BB*16 2^5Hr) , methods in ENZYM0L0GYJ 
Vol. 70 (Immunochemical Techniques (Part A)). |SI# Vol. 73(Immunochemica 
1 Techniques (Part B)K |W1# Vol. 74 (Immunochemical Techniques (Part 0) 
> IW Vol. 84 (Immunochemical Techniques (Part DiSelected Immunoassays)) 
n W\W Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 
nd General Immunoassay Methods) K R* Vol. 121 (Immunochemical Techniqu 
es(Part I:Hybridoma Technology and Monoclonal Antibodies)) (J^JLL, T#y-* 

mm, m^%m, ±mm, is, utmm, mmm, w-mm: vm> mmm, 
^nm, mmm, ftii, mmm> mmmtfzizikmmm* zvmxbz, t 
tz \m*m&t h issm&im^ t &x i & 0 



mWE!& 2003-3060871 



^12 0 0 2- 1 8 6 7 9 9 ^ ^-v : 43/ 

[0 0 5 0] 

(3) m&ttwm 

„ -7^> -f^, ^^*t^2js:^o^ 

^Kf K£n- Kt4DNAife(±mRNA©Ht (flMS^ 

*#) 0Hx.tf, iDNAJ^IimRNAom 

& v> til&ai&T^ iDNAI/ziimRNA <7>i#;frn£> & v> 

^7''J^-b-V3^PCR-SSCPft (^5 7^ (Genomics) , $5 
8 7 4-8 7 91 (1 9 8 930 , /ny^-y>^X . oj-y • if • -^*>a«f 
;V • 7 #7* 5 - • 3-7 • t^fi/y/fX • • a-xxx- (Proceedings of 
the National Academy of Sciences of the United States of America) , % 
8 6t, 2 7 6 6-2 7 7 01 (1 9 8 9#) ) & t^Z X %M-?Z>^ t £ 

pcR-sscp^;it)DN Aomnm&imm £ *tfc**«u m i$*mm 
^ ?L0> flraj**. mm. mum. wm, 

[0 0 5 1] 

(4) r -t > 3? 7 vtf F^lrti)il 

#3&93 O D N A fcifrfr U iDNA «r PPM & £ t § & # 

SCt^tlS^ 01 &*k 0*. iHr&U&lg. Aiiffi, wm. Jff 

k& flHjt*, mi, mmm, =F%m, mmm, wtmm, m 
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2002-186799 ^ i-Z? I 44/ 

±lBrv*-fe>x#y * * v**- k*Ji|b<om* • ^R^k «£PJ£ itt^ 

/w(iPf?LHj^ ^-9-^ ?~> N 

k , iiirifio r > ^-ir v ^ *° y * ? v * k f £ »; # a & if <d$i#: £ 

• mT>^*>x#v *?v*^-Y<D&^m±, ttmmm, *£#*j-iu 

#VZ?U*^VZ®L5-1rZ>W;&, H&MKJ&A (#!6 0kg) 
^>RNA(7)— g|5*^-r^-m$lRNA, ^0J<7) * JC£ n - Ki - ^ RN 

DNA<Dmm*WMir2>ztrfx~&2><Dx\ $ixji\ ^mm, mm, ms: 
a&m, wm, %tmm. urnm. mmm, wm, mwtm, mmm 
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^11 20 0 2-186799 ^ ^-v : 45/ 

, WB&JS> IVR«. lilt ^{iltlil^ t'^I^f K • ftftttk T#b- 
rmilRNA^, <2r£n<^i£ (i, Nature, 411^, 494M, 200140 t:$Ct 
<2r&K9#& TRENDS in Molecular Medicine, 7%, 221H 

, 200130 Km^x^ ^%w<v#v z?u*^v<Dm*\*mzm.wtLxmm-f& 

>J *'f^f A Srititnlrr & i t &c i o T^5t1-'^> CI t &X* £ & 0 *§£:W<D ?y*?M 

o 

[0 0 5 2] 

(5) *§m*>mtt:i&T'tzmm 

m, m&m, mmm, wm, mmm, mmm, wtmm. mmm, mm. 

(M, 7^K ty*J, f*?, ^v, t:^lt 
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■12 0 0 2- 1 8 6 7 9 9 A ^— 5> : 46/ 



v><b*u &t^J(»M&M2ik &T&lt#k MMim 

u^:ioti^il, 0 &Mffl<^7K1«£ LTt±. Mill ^SJ^tJc, 

, #M * >#Mt£te£iJ CM. ^°'JV^-f8 0> H 
CO— 5 0 (polyoxyethylene (5 Omol) adduct of hydrogenated castor oil 

£ X o til? tLT % 

m&m, -7 i)\<&-n-7-4 yrmz^tt) . asj, mum, mm, ts-f^m ( 
hti&o m&&&mmtz*)mif;5-~5 o o mg @jt, 

t *) fc&t&ttSijTii 5-100m g^E> -eO'ffe^^t?^ 10~2 5 0mgi 
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^p2 002-186799 ^ I 47/ 

sfca&su - > & tic i o r *> n& & m i a A<D%m<7)tem 

• ^KrO^^JC^ffl-r^^^ti, *§P^o£l#:£ 1 UMit Lt, ilHtO. 0 1 
~2 0mg/kg#HE L<ii0. 1~1 Omg/k gMgS> $ <b 
L< ttO. l~5mg/k gfaMMfeZ, 1 5 1 - 5 EtfSJg. 

[0 0 5 3] 

(6) *§&W<7> rstaufen homolog 2<7)^ia#f^ffl«r^r-t-^<b^%t^i±'?-0 
LT&£«)^Rfr • ?603iJJ fei^ TStaufen homolog 2©S£Effl#ffc 

TStaufen homolog 2<a^ffi^ffi£^rr&>ft'^»J Staufen homolog 2 

%m> mm, m^m, ikmm, wm* jffhwb, m&m, mmm, ti> mmm 
mmm, r^y-^^mM^^t\^xm^hM 0 

TStaufen homolog 2<D§mM&Y$M*G1rZ>tt&m\ W\ Staufen homolog 2 

%m, mm, #r£Mu &m.m, nm> wmm, %mm, mmm, M£« 
Sffisfr- teaser ±mtmmKLxmmzti2>o 
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[0 0 5 4] 

(7) DNA^$U§ 

(1) ^^ttDNAJ/d^OflDNAItt^^H MffilUtt^ 

(2) Mffi$Lttr«^^mbW72b«jH 

(3) y^f|iW J v-)^t^(i7y f^^i (2) IB«Ol&i», isitf 

(4) W^O^ttD N A J li^(7)^lD N A L, ffilLSfW^^v^T 

*f&WODNA<E1Hft»i:*|B-r«) tt, *£»0p, g*MP. fltf-fc J: 

* vOnr^yx^ygVg, ^--r-f ? JUtfyfa DEAE-f^ 

ttz, mm&mB%<yyMW}%9, t*)t>n-w* mz.&, m.^tLx, C57 

BL/6M,. DBA2^iT, 2fiSH*fc Lt, B 6 C 3 F 1 B D F 1 

B6D2FiM, BALB/cia ICRf^i:') *fe*49y> ( 
Wistar, SD4if) ^WfLv\ 



ffi!E# 2003-3060871 

1 



12 0 0 2 - 1 8 6 7 9 9 A ^- v : 49/ 



[0 0 5 5] 

, ^*tess»*^) j&*&cfc*>o, A#:fi«j^{± A mso#i»n, iWM^W 

^^CfcDNA&^jWBv^ft, f fc, »1irDNA*>#S*i&o 
ilfDNA^UIiv If^*^^^>A^f^Hi$^DNA=&tl* 

SDNA^Mv^^ 0 

oTii, MDNAfcl&Wffllirci&mS-^ &yn^-*-<z)TMK^L*:DN 
NA^f$*i.t^ -ttfc^IWjtt^v^^<ODNA^^r-r^#SliSfLI6 
if) fi^DNA^M^-t^^iyn^-^-OTfc #S&9§Ofc hDN 

A^uDNA3>^f7^h (w, ^**-&*?) ^M^m^m^j^m 

C9DNA£ ^f&mi" £ D N A JEM lUtttt * ft* & "? & - £ § & o 
[0 0 5 6] 

ffigE# 2003-3060871 



0 0 2 - 1 8 6 7 9 9 ^ ^-v : 50/ 

(D#®Pi?Li(/tf (UK -^*\ -fx, *rr, w-;K ^A**-, ^ 

vii^itn ii, t^f ^ >j 7 ^ ampm^ >^^f 4t-b*^ i tro.- 

AflMttE^ I/ -fe 7^-^-0 v>^--fcf (— ^tcT i e 2 £Bg-& *L&) 
, tHJ9A*'J^Tf;y>3r/|« (Na, K — ATP a s e) . 
^^.-uy ^ y ^yymm, * *n^**>f > I ££0? I I A. ^n7*nf-f 
^- 4f 1W ^fcfcf*- N MHC^7^IiJ| (H-2 L) . H-ras, V 

p-%mtm%, ¥«iR^*^r">r-4f (tpo) , 
KgoiftH^ifl (e f — i « ) , pr**f->, a&xvpm-z/ymm, 

is*m8Ll&JLU t 2, UT/ii^;^!, fn^7-'J^ Thy-1. 
ft«^n H^nr^ (VNP) , jfiLtfr^n-f Kpav#-*vh; ^ 
^"^ n ^> ^*->C W«7^f>, 7"l'7*DX>^7 7'^A, /t 

(EF - 1 a) oyo^^^ t 0^.7 hViST^f^yn^-^-^ 
[0.0 5 7] 
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2002-186799 ^ v 

9^ v>^>^;K ^-W^^HSWU ^tDNAO^f > hn>co— gp&^fc 

* t ^OT^Rift *fmt &X § & o 

D N AlfW^ft J: ij f^R-f - & £ t ffX* § & 0 

D N A ^it^HlLt, iDN A^S&t/ 1 L T «#fl!>«J'firSI 
#Htc*-r*itSr*8fc-r* 0 ^:|§^O^ttDNA^^«v^fc:^<oi6^<?5 
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m 2002-186799 A ^- v : 52/ 



o 

[0 0 5 8] 

jr«, mtm. mm.m, wm, m&m, ^mim, mmm, m 

X$>2> 0 

-3r> *&m<oft^nftDNA&mir&&\»}>m%My!>iz, seek* 

14 D N A & £ *«BLT»D N A^Ifrtf fc LTiiljrwfigWSI 

$ KlCiftfraL^aCff-fc LTfflv>£££:;&s-c§&o /D^-^-toDNAn^ 
H±, IfODNAI^^t:ioT«t^ii:^^o £«MP 
SB^Pgtc^^^^Hig^^D N AOSte^fi, #&*t$LI&l&<o]|»jffl]|&*3 J: £>* 

«iW^TC^(OltDNAW« £ *M%-t&o 
^TMi^MDNA^tt^o iADNA^ffiUM^OM^Cjlo* 
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2002-186799 ^ ^- v : 53/ 

[0 0 5 9] 

%9 vyffltmm^ (dominant negative^) iMWI-Z^Tll' t 

ti> ffFK^, ra*s> ira^ wm, mmm, =f-nm. mmm, w*mm. & 
mm, mmmttzi±m.mmm% t 9 <Dm<o=?m • mmm<D^ ? v --yy&mz % 
mmnmx&Zo 

®mk%&<o tz ttxDmmm tu <o&m , 
mm. 

®DNA*m^z®M<DMM*mmmM&mmKi: o**u zfib*®mi, 
x, ~mzmmmm^m.m^<Dmm<7)mm<Dm^ 
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2002-186799 A ^ : 54/ 



[0 0 6 0] 

[0 0 6 1] 

(8) Sv9TV Wfo 

(1) *»WODNA*qpflHfeft$*Lfc*t MfflfL»W#«, 

(2) RDNA^-^-JMs? ($U ^If^^-f7^hy^-€l 
fST-) *3*A-*-*£fcfcJ: O^SttflS$*t/t|!f (1) «|BttOlBEfMI|j&, 

(3) ^^^yVft-e^i (l) ^|Bm^K^«> 

(4) hm%M®i> s rvMW)®'e&2>n (i) ^ism^^fflji^ 

(5) YvMWiW&'W X~C&Z>m (4) ^fSttOJE^ffllft. 
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Q^m. 2002-186799 ^ ^ — ; 55/ 

Alc^-t^yn^-^-oM^T^H^Ld^^ (6) Sfgfto^fc hfflftlMfe 

(s) ^^hm«L»»^r7ttflf«-c2b«« (6) mm<o^ ym%mm, 

(9) yy*«i»*»v^^-c**ii (s) mm<o$F\iYm*mm, 

(1 0) * (7) mssmmiMK, WMt***i»u i^^-a^ofi 

[0 0 6 2] 

**»W<ODNAtcA*»JC**SrJnit*ifcJCJ: *K DNAOim 

ttKX f?»DNAKyiJO-«JXtt^«01fBI», teDNA*J*Atfcttflm$.£ 
[0 0 6 3] 

*»W^DNA^imtft$^*th*IUttWK»jm«l (J£HT\ $liOD 
£ftic fc f & aBSJthttitfe^ * & v> ii 1 a c Z (p-1f*7?YZ/ y-Uffitt 
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2 0 0 2- 1 8 6 7 9 9 ^ ^- ^ : 56/ 

) . cat (^n^A7^-=r>-;i'T-fr^-;i/h'7>X-7i^--t:3tfE?-) fcffc^ 

"f * VsK- * -iHS^N* A1" £ t K X *) * V > OffiflB t$lt & 
*S v>fctx*y >IHlO>f >h'n ^SP^^it^FOlE^Srj^jft DN ABBJIJ ( 
0flx.tf, po 1 yAtfJnS'^/l/fc^) ijfAU ^^7-t>yt-RNA 

NAIS^iJ^^f-t^DNASI (J^T> ? -yy * - 

^:|&0^ODNA±^)^v^i-eoia#ODNA@e^J^7 ,, n-yi: L/i^if >^>f :/ 
y?fr^^ -flsfi &C^J3 t ^l^OD N A JSL^O 5fi-»««0 DNAS2 
jKffl-*- & - J: 19 £ #T?§ & 0 

08x.tf* Hf^O £9&BEK#££*Lfcfc<a£ffiv>Tfc i <, titQ&i Eva 

^y^/E SlI^Mt^^^SMilt C5 7BL/6v-)^^C 5 

7 B L/6«tO^$^DBA/2 £(«3tKi ^fL/:BDF 2 

* (C57BL/6i:DBA/2i:OFi) £fflv>T#£ Lfc <D% ¥i> &fiPfc 

fcinx-T, C57BL/6T7^«:fit:jfo(7)-?, i *L&fflv>Tt#<b ttfcE S 
«^^^T-*;^^^?rfp{±JL/ci: C 5 7 B L/ 6 ~W * t rty 9 ? 

•C^<0»^W s «P* £C5 7 B L/6 v^^^tiS *njT«B*C* £ * 

E S*H^$r#3l1-^>^^ — IS:fc:i±£:fl!f|fe3. 5 Bi^ESia^ffflt 
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[0 0 6 4] 

fcJJWfcfctf* E SSBIfeOfc— ifc«fe ~> a >*MM<7>mQXft%: £ j&*RTt&-e 

n = 4 o x&zmm) Kwv t ?u-->y-t&ztimt 

«\ sToawt^aBn&oj:d*a^*'7-f*-r-«iia±-cL if (1-1000 

OU/ml) #4ET(CJW^4Hft»A (»4t<»4. 5%JWMr* % 9 5%^ 
{4 5 %8fe3R, 5 , 9 0 %^*0 -Cjfe 3 7 TCdS*-* * & £<DU&*? 

*g*U ^ft^F^ii. MxJ^ f^yV/EDTAM (If 0.001-0. 
5%hU7 J y>/0. l-5mM EDTA, $f4L<{i^j0. l%PJ^y>/ 

imM edta) ^s^i oiMBus-fku mfz\,zmm.Ltzy ^ - y-mm±.K 
ffim-tttfe* t>ti& 0 z<D£7%mtti*. mi$i-3Bmzft%ifr\ 
z<Dmzmm<Dmm*ft\<\ ^mmizm^mm^^hfitzm^tt^m 

*<V9J7°mm\Zfri\:^Z > ZttfmtX&*) CM. J. EvansWM. H. Kaufm 
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an, (Nature) H292^ 154M> 1981^ ; G> R. Martin T'ny-f 

4 >^ • ^■•^ • tv3t;v • T#y*S- • • t^fx^ • jx-jc*^- ( 
Proc. Natl. Acad. Sci. U.S.A.) $&78% v 7634W> 1981^ ; T. C. Doetschman 
£>> v^-f-;^ • • ^-n v- • r > K • -x^^; ^ • ^e;v 

7*DyS #87*. 27W. 198530 % $^ES»^M$^t#P>W 

[0 0 6 5] 

^-^;fr/W^^7W JK##HJfe * tz (i^ ^ ^ 0p#g jfc $ A U ag 
A£<fc 9 tr-YvTl >^**-0#f|IBODNA7^ffiteft£;ftfcDNAE 

^IIWODNAfcA^feSffiRajfe^^S-fr^itlcj: *K «PJODNA£ 

#ODNAiE?iJ^7 ff o-'7^ Lfc^WW:/'; ^-Ir-va :dR#f£ fcti* - 
^yf-^ ytfs<t? 9 -±(ODNASE?iJi:> ^-^yf'f > ? -KfeMLtz 
~?*7 7s &%<rylf.m% <D D N A J^OSE^Jao D N A ifi^ij £:£7 0 9'f^-tL7t 

£^*t-r 4, ftiu§ fitzmm it je^^^wv d nam^. o«m& ^a^ki^ 
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[0 0 6 6] 

mm^i^m-r^m^^ mint, wmmmm^j ^n^v^vH^s 

y^^v: hm^WiMKSk^X^ mttffim®tez.K£ W^roDNAIi: 
[0 0 6 7] 
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(8 a) ^(ODNAO^'li^tlciHt^ili^LtM • ^KRjft 

mt&m, sm&mm, ifintiii m^aaftm^ 

[0 0 6 8] 

wx.ff«i, afcffi, m^m-^ asm. 10. ra£-is> hi^. mi 

MfcJS. MM5> B»^t;fct*jfiL?£Jft£ 

£0 
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mfo%o<o±Bm!&mktfm 1 o %&_t, y$ 1 1 < i*m 3 0 £ 0t l < 

ttwsuffltL^o ^.om^mtLx^ mK.n, mmm Mx.^ ^1, v> 
? 1; - - y mfe-xife h fitzit^m ttz\t^<D^ tt-t z> mm «u mm 

DgUtt**^ Miff, mt'&mZI&n&^-f -HBtmz&A (#16 

OkgtLT) <3?Mfi/&£i::*3V>Ttt, -HCoii^^o. 1-1 0 0 
mg, lf$L<li|Sil. 0-5 Omg, J: * t < 1 . 0-2 0mgfi4 

4^ioT«ft4y, |kft#««&M«lo^-cjmjAA (6 0kg 

tLT) <7)$L0m#^^4-i-^^, -Bi:oiiM!|^|ijO. 0 1-3 0m 



ffilE#2 003-3060871 



^pfflH2 0 0 2- 1 8 6 7 9 9 ^ ^-v : 62/ 

gSJE. L<(i£jO. l-20mgm i^tKii^O. 1-1 Om 

g ^ 19 £&g L itm £ Z> i t ^-e § & o 
[0 0 6 9] 

W^OD N A £3*1" £ y n qe- * - of Qfp TT*Ha L 3 & & h ft 

--if^fS^ ( 1 a c Z) , bTv§14T;V# 'J 7 t ^ 7 7 * —* tfaHS^- £ fctt/WS/? 

^HJ<7) DNA«:l/sK-^ -st^T'gm $ *ife*^fl) D N AM^^t 
b *t«Mb"CMU V ? - aMSiF- D N A & y n «=e - * - o^; 

h *s (1 a cZ) tliLtv>|,j|^ *^fl)^ 

WMt^o tot, ^ilJ, 5-7*nt-4-^nn-3-^ vKV^-/9 
-Jf7? Y K (X- g a 1 ) <D £ 7 % p -jfy *r Y <D&Mt & 



ttiSE# 2003-3060871 



2002-186799 ^ v : 

*3tt^H^^Sr^-f^ £ t^1?lS 0 &§&W<D? >'19MX& 

(PBS) X-g a 1 ^-^tf^mr% MzUt fzl*3 7Vit& 

X\ l!j3 0^tll|Fra^m til^^lmM EDTA/PBS 

^-TtLff J;v^ 0 .^/c> #i*lC^v\ l a c Z£rr- mmRNA^ffilt^ 

zfcmttztemm-t&it&mxh&o 

m*?v --^^ijmxnhfitzi^m\tm.^^x^xi>x < , mt&8o 

wzl^o uoi^ttLtfi, Mx.iz, mmm mm. v>n, %\t 
-*mwl. tcoiK, frz^ummm. (^j*.^ mm, *?m, yn^tv 

o 

[0 0 7 0] 

^m^T)^AKnir^^u^~^-m^mm^^it^m^tz\t^(Dmt, 

<dx\ %m, mm, m^m, &mm, wm, mm, mmm, 

mmm, wm, mmm, ^m, mmm, wtmrn, mmm, mmmztntjum 
mm%£<Dm<D^m • ^mmt Lx%mx$>% 0 

y^mx%hKtzik&mttz\<$%<Dm*^irz>mm\$, mm 
ttz^mMo^y^^sttz^<Dm.^^ir^mmtMm^Lxm^t^^t 
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ioidtwLT#?>*L&«3Wi±, ^•eiSSHarefcao-e, MxJf> nhtfc 
fimtlLK)^ (tfflxJf. t7y\ 7**, •> 

— JRWm^A (M6 OkgtLt) ©?L*Jfcs&fc 
fcy*Ttt, — Btcoi^b^^^lO. l~100mg, ^Kli^l. 0~ 
50mg, £l)1&*L<i*mi. 0^2 0mg&$'t& o $mntftte& J *'t&m 

£ If > «|BJ§ <£> D N A & 7° n ^ - * - fiHt & f & lb^% * &*tSJ 

Sr^O. 0 1 ~3 Omg^lS, L< te&O. 1~2 Omggg, «fc!9$f£L 
<i*mo. 1-10 mg^Jtlril-Mt: J: WMt$>l,o flio 

[0 0 7 1] 

*W«B»^^v»T^ ti^7 ^^I&f T^gt^t^ IUPAC- 

IUB Commission on Biochemical Nomenclature 1- i <g>Bg--^-efr.?> W£=i3f£5}* 
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DNA 




c D N A 




A 




T 




G 


: ^r-> 


C 


: v b v > 


RNA 


: y ##8fe 


mRNA 




d ATP 


: my7f/y>E'J > 


dTTP 




dGTP 




dCTP 


: ft+yyfyyHV 


ATP 




EDTA 




SDS 




G 1 y 


: jrv v> 


A 1 a 


: r^-> 


V a 1 


: /ti; ^ 


Leu 


: n/fy> 


I 1 e 


: ^fyn^fyy 


S e r 


: -fe'j > 


T h r 


• 7 1,/+ - V 


C y s 


: yXf^f > 


Me t 


: ^ 


G 1 u 


: ^ >^ 


Asp 




L y s 
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^1 
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: 66/ 



A r g 
H i s 
P h e 
T y r 
Trp 
Pro 
A s n 
G 1 n 
p G 1 u 
Sec 

[0 0 

tit* 

Me 
E t 
B u 
P h 
TC 
T o s 
CHO 
B z 1 
Cl2-Bzl 
Bom 
Z 

C 1 -Z 
B r-Z 
B o c 
DNP 
T r t 



h U h "7 t > 

•fe v^T'^r > (selenocysteine) 



7 2] 



7x-;H 

fTV;^>-4 (R) -*;i/^^r-9-^ K 
p — h;l/j^>.x;i/:7 * =-)V 
/I/ 

2, S-y^nD^^ 
2-^nn^>y>t^y*;^;v 
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^-v: 67/ 



Bum 



Fm o c 



HOB t 



HOOB t 



:'3, 4-S>fc Kn-3-t Kn3r->- 4 -t+V- 



1,2, 3-^VVb'J7^> 



HONB 



: i-t ;i/**;i/*>-2, 3-v? ij ;i/*^y^ 5 K 



DCC 



[0 0 7 3] 

C@E^iJ#-f- : 1 ] 
STAU2O7^»J^t 0 

imm^ : 3 ] 

STAU2£n-K1- & D N A <Dil*@e?iJ £ 

C@e?ij#-s§- : 4 ] 
C@e^J#^- : 6 ) 

imm^-\ 9] 

C@E^iJ#-^ : io) 
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tmm^ :n] 

HMM 4 Tffl fif z rr > h n - )\,jr ^n^^V*?- Y^^^WM &^1"o 
[0 0 7 4] 

[HUM 
H»!ll 

(1) ^MMp53^^^-0#^ 

EP£Mp53<7>iPRili§$S n K >ATG(^A^ h T524#S OJt&^&G^ £>AKe& L 
"7 * 7 - YM&£ 0*V >f (@S^iJ#-f- : 4 is «fc UTOJ^-t : 

5) fcfERLfco Bam HI- Eco. RI^M h KS^Mp53 (WTp53) (Genbank Access 
ion No. AF136270) £pcDNA3. 1<*9 9 - (Invitrogen) pcDNA3.1-W 
Tp53^ * - fcftfco £<7)pcDNA3.1-WTp53^*~£§|g!l£ LT, ±ffi2SSI<7) 
U QuikChange™ Site-Directed Mutagenesis Kit (STRATAGE 
NE)«rfflv»TSg*fflp53 (MTp53) fltfe^-fcffcftLfco ^l»ynba-;w; 
tfcofco £*L&BamHI hEco RIT^MSf^MU |W|^-e^SL/ipIND vect 
or (Ecdysone-Inducible Mammalian Expression System (invitrogen) &w$S#) lc 

pIND-MTp53 vector ?r#^o £<7>^MMp53f±, 175^= B r 5 y 
WW, r;v^-> (R) ^^t^fy>(H)[:liLtv^ 0 n^bn-;i/£LT 
^Mp53a^*pIND vector lC*&^^£pIND-WTp53 vector & MM Ltz 0 i> 

7--fe*) /^m^f *t/SpIND-CAT vector (invitrogen) >M£JB Ltfr 0 
[0 0 7 5] 

( 2 ) ^^MpSSitf^^^lJ^lffll^^ 

pSS^^LTV^JJit^^^^^gg ( ATCC ) £ 6cnr > ^ - ^ t c 4x H)^ 
— Bfc*g^ % Fugene6&fflv>T. ^Ht^'a h n -;WC|£v\ _h|S (1) 
X^hfitzpm)-mp53 vector, pIND-FTp53 vector. pIND-CAT vector?:, pVgRX 
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R vector [Ecdysone-Inducible Mammalian Expression System (Invitrogen) 
fci&ft] fcco-transfectionb/io ^xlT^yV (GIBCO BRL) tZeosin (Invi 
trogen) K£L -?"tt^tL<D^^O^A«BJ^<*H1299-MTp53, H1299-WTp53, £ 
*tfHl299-CAT*«#L;fco Ztlb<7)&fe%mWl±, 5/iMOMuristerone A (Invi 
trogen) **L?ti^ OTp53:i3 J: WTp53?>f£3irt s SI^£*L& CI t #up 

53fct#: (Oncogene) ^fflK^x^r/ynyfr/ ^""CUS L £ 0 
[0 0 7 6] 
(3) GeneChip$M*f 

^MMp53tc J:oT^mM^$^^afEi : -^ : Sr§g'b^tc:1-^^i6, 5^M Murist 
erone AZffiMk, 48B#^^OH1299-MTp53, H1299-WTp53> H1299-CAT^?>MML 
fctotal RNA£*t#£ U GeneChip (Human Genome U95A, U95B, U95C, U95D, U9 
5E; Affymetrixfr) ^fflv^Tjt^Hm^^^f o tz Q tfz, 23@IS<7)jES« 
frbmmZtlfz total RNA (^1) &##fcU IW^SfcT-f&M^^o/c 
o ^^#&J±> Affymetrixa<^HJ^#-?I§# (Expression analysis technical 
manual) K$t-ofz 0 

Z<D%H^ ^mp53<D§&M*mmLfzm299mM (H1299-Mtp53 (48hr)) K3$ 

v^r. w&mp53<D§&m.zmmLtzm299mfa& z xfQwv^zmm 1^1299^ 

m CH1299-Wtp53 (48hr)^3J:mil299-CAT (48hr)D KJfcigcU J&EWiJD LTV> 
^iliPlWTT^ofc (^2) o 
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Clontechd 


Bifida 


Clontechd 




BioChain Instituted 




Clontechd 




Clontechd 


EFJSi 


Clontechd 


B>JW 


Clontechd 




Clontechd 




Clontechd 




Clontechd 




Clontechd 


II* 


Clontechd 


±m 


Clontechd 




Clontechd 


mm 


Clontechd 




Clontechd 




Clontechd 




Clontechd 




BioChain Instituted 




BioChain Instituted 




Clontechd 




BioChain Instituted 




Clontechd 
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m2] 



mm m.fc=?&mm* 






xrrv 

ND 






MTV 


ISM 




ND 






ND 






ND 






ND 






MTV 

ND 






xrrv 

ND 


EMU 




MTV 

ND 


WIS 




ND 






mm 

ND 


flip 




ND 






ND 


,l my 




VTT\ 

ND 


Ufa m±t 




ND 






ND 






ND 


If 




ND 






ND 






ND 






ND 






ND 






ND 


H1299-Mtp53 


(48hr) 


0.9 


H1299-Wtp53 


(48hr) 


ND 


H1299-CAT 


(48hr) 


ND 


ND; not detected 
[0 0 7 7] 
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H h *L**^#0*jfili* £ t^iE^a^fe^Omatched pair cDNA (Clontech 
- (6B?0#^: 6 is J: zm^m^ : 7) &JBv*TPCR£J&£fr ? - b K X *> , 

[0 0 7 8] 

(1) t^fflfl&S&^**-Ofl*t& 

Genbank BC008369C|B^$ *LTV*£STAU23t^<9li^J&a£fc U2li(7)y 
9>f^- (@S^IJ##: 8 *3 J: TO^iJ#-^ : 9) =Hfr£U pyrobest DNA polym 
erase (SM^t) £JSv^T5,u.M Muristerone A^^jJD L^H1299-MTp53 
L 7tcDNA£#M t L TPCR^f^DNAifJt £ Oitfci^tf-iS «t U'pCDNAS. 1 

(+) plasmid (Invitrogen) $IJ PS^EcoRViS J: O^otl-CiiDllf U TaKaRa Liga 
tion Kit Ver.2 (SMit) *fflV^T^$-fr, ^frlfcT^X S KDNA& 

K*iHity-^i>t- (Applied Biosystenrf±:ABI3100) £ 
ffiv^-t-f >^r- bf|5^(7)^*|B^J^?tIIL, »^«^J^^ *-pCDNA3.1(+)- 
STAU2*#^LfCo 

(2) STAU2ilfe?-^J:^>mii5il^ 

6^ ^;V7°V- h <D&+> x;HC, t: b^*fflJlfr|^1299(ATCC) fcl. lXlOfyrf o 
fiL, 24H#P^#^ FuGene6 (Roche) £Mv>T^tt07°n b n -;Wct£v^ 
_hffi (1) Tr#^tL/;pCDNA3.1(+)-STAU2i3J:a 5 pCDNA3.1(+)-LacZ (Invitrogen 
) ^iXL^o 241SB#F^## N ^i^r-^v^ (Invitrogen) ^^Afe^pAT 

X * ;W?^ 3- 1/ ? h (SIGMA) mWi V 7 Y mO%K & & X d ^ * 

y-;v-«fifu ^^^PBs-eiooj§^^L7t^o) -em£^T\ 2B#p^^ 
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-Z/aV (Media Cybernet ics*±) Ti^L/io -tOfe^ H1299*fflfl& ^pCDNA3. 1 (+ ' 
)-LacZ£SA L/i»O®*«rl00% fci"* fc, pCDNA3. l(+)-STAU2&#A LfcSEO 
mmmiO% (P<0.01) -C*>o^ 0 d<OCi:^f>STAU2atf^{»Jiaii5®tl*iEii 

[0 0 7 9] 

STAU2it^or^h-^^irt^«rj!l*f't*^ie>tc, STAU2T>^-fe> 

rf*? v*?- K3UtA*R*ffofco 
$1\ @B^j#-^: 3-e^$^L^>m*@B^j^i-^r>^-fe>^ (iB^J#-f-: 1 

0 ) &i£fH£, phosphorothioatelt* V * U * ^ K * £-J& U HPLC*jt$!J L T 
(Amersham Pharmacia Biotech) 0 a^hn-A't'J^^l/ 
Ki:Ltlt : 1 0 ^$ft£:£3£E?!lOV ^-^EEI (@B?iJ#-^- 

: 1 1) fcl^KphosphorothioatelfcU HPLCfitM LTfflV>fc (Amersham Pharm 
acia Biotech) 0 

XffiBK^ 3.3Xl(fim<Dfflffi,&96*7*Jl''7l'- Y (Falconet) CJHtfco *U 
* l^f- K^AlCfiOligofectAMINE (Invitrogentt) &i£JB U f 
a-^tftofco T^f-fe^**'; V^"^K^A^3 BgKCell death d 
etect ion ELISA (Rochett) ^WTnyfDHl/t'J rf^A^ > £ Jfcfc t 
7#h-^tt3'/hn-^ (100%) JCjt:^167%^*jJj0LTV^ o 
dttiij, STAU20|&^^PPftUi-^c:i:tcJ; 0> iWiT^h-y^^i 

[0 0 8 0] 
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frajfe*. jtitau nau jfFM€> ust*. kms^ mwtm, 
m^m, ^vmm, mum, mmmttzitikmmm^t'^m^m'm 

, ii> in, mum, mmm, =f-sm> m&m, ¥ 

[0 0 8 1] 

Den*] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Preventing and treating agent for cancer 

<130> B02209 

<160> 11 

<210> 1 

<211> 479 

<212> PRT 

<213> Human 

<400> 1 

Met Leu Gin He Asn Gin Met Phe Ser Val Gin Leu Ser Leu Gly Glu 

5 10 15 

Gin Thr Trp Glu Ser Glu Gly Ser Ser He Lys Lys Ala Gin Gin Ala 

20 25 30 

Val Ala Asn Lys Ala Leu Thr Glu Ser Thr Leu Pro Lys Pro Val Gin 

35 40 45 

Lys Pro Pro Lys Ser Asn Val Asn Asn Asn Pro Gly Ser He Thr Pro 
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50 55 60 

Thr Val Glu Leu Asn Gly Leu Ala Met Lys Arg Gly Glu Pro Ala He 
65 70 75 80 

Tyr Arg Pro Leu Asp Pro Lys Pro Phe Pro Asn Tyr Arg Ala Asn Tyr 

85 90 95 

Asn Phe Arg Gly Met Tyr Asn Gin Arg Tyr His Cys Pro Val Pro Lys 

100 105 110 

He Phe Tyr Val Gin Leu Thr Val Gly Asn Asn Glu Phe Phe Gly Glu 

115 120 125 

Gly Lys Thr Arg Gin Ala Ala Arg His Asn Ala Ala Met Lys Ala Leu 

130 135 140 

Gin Ala Leu Gin Asn Glu Pro He Pro Glu Arg Ser Pro Gin Asn Gly 
145 150 155 160 

Glu Ser Gly Lys Asp Met Asp Asp Asp Lys Asp Ala Asn Lys Ser Glu 

165 170 175 

He Ser Leu Val Phe Glu He Ala Leu Lys Arg Asn Met Pro Val Ser 

180 185 190 

Phe Glu Val He Lys Glu Ser Gly Pro Pro His Met Lys Ser Phe Val 

195 200 205 

Thr Arg Val Ser Val Gly Glu Phe Ser Ala Glu Gly Glu Gly Asn Ser 

210 215 220 

Lys Lys Leu Ser Lys Lys Arg Ala Ala Thr. Thr Val Leu Gin Glu Leu 
225 230 235 240 

Lys Lys Leu Pro Pro Leu Pro Val Val Glu Lys Pro Lys Leu Phe Phe 

245 250 . 255 

Lys Lys Arg Pro Lys Thr He Val Lys Ala Gly Pro Glu Tyr Gly Gin 

260 265 270 

Gly Met Asn Pro He Ser Arg Leu Ala Gin He Gin Gin Ala Lys Lys 
275 280 285 
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Glu Lys Glu Pro Asp Tyr Val Leu Leu Ser Glu Arg Gly Met Pro Arg 

290 295 300 

Arg Arg Glu Phe Val Met Gin Val Lys Val Gly Asn Glu Val Ala Thr 
305 310 315 : 320 

Gly Thr Gly Pro Asn Lys Lys He Ala Lys Lys Asn Ala Ala Glu Ala 

325 330 335 

Met Leu Leu Gin Leu Gly Tyr Lys Ala Ser Thr Asn. Leu Gin Asp Gin 

340 345 350 

Leu Glu Lys Thr Gly Glu Asn Lys Gly Trp Ser Gly Pro Lys Pro Gly 

355 360 365 

Phe Pro Glu Pro Thr Asn Asn Thr Pro Lys Gly He Leu His Leu Ser 

370 375 380 

Pro Asp Val Tyr Gin Glu Met Glu Ala Ser Arg His Lys Val He Ser 
385 390 395 400 

Gly Thr Thr Leu Gly Tyr Leu Ser Pro Lys Asp Met Asn Gin Pro Ser 

405 410 415 

Ser Ser Phe Phe Ser He Ser Pro Thr Ser Asn Ser Ser Ala Thr He 

420 425 430 

Ala Arg Glu Leu Leu Met Asn Gly Thr Ser Ser Thr Ala Glu Ala He 

435 440 445 

Gly Leu Lys Gly Ser Ser Pro Thr Pro Pro Cys Ser Pro Val Gin Pro 

450 455 460 

Ser Lys Gin Leu Glu Tyr Leu Ala Arg He Gin Gly Phe Gin Val 
465 470 475 

<210> 2 
<211> 1437 
<212> DNA 
<213> Human 
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<400> 2 

atgcttcaaa taaatcagat gttctcagtg cagctgagtc ttggtgagca gacatgggaa 60 

tccgaaggca gcagtataaa gaaggctcag caggctgttg ccaataaagc tttgactgaa 120 

tctacgcttc ccaaaccagt tcagaagcca cccaaaagta atgttaacaa taacccaggc 180 

agtataactc caactgtgga actgaatggg cttgctatga aaaggggaga gcctgccatc 240 

tacaggccat tagatccaaa gccattccca aattatagag ctaattacaa ctttcggggc 300 

atgtacaatc agaggtatca ttgcccagtg cctaagatct tttatgttca gctcactgta 360 

ggaaataatg aattttttgg ggaaggaaag actcgacaag ctgctagaoa caatgctgca 420 

atgaaagccc tccaagcact gcagaatgaa cctattccag aaagatctcc tcagaatggt 480 

gaatcaggaa aggatatgga tgatgacaaa gatgcaaata agtctgagat cagcttagtg 540 

tttgaaattg ctctgaagcg aaatatgcct gtcagttttg aggttattaa agaaagtgga 600 

ccaccacata tgaaaagctt tgttactcga gtgtcagtag gagagttctc tgcagaagga 660 

gaaggaaata gcaaaaaact ctccaagaag cgcgctgcga ccaccgtctt acaggagctt 720 

aaaaaacttc cacctcttcc tgtggtggaa aagccaaaac tattttttaa aaaacgccct 780 

aaaacaatag taaaggccgg accagaatat ggccaaggga tgaaccctat tagccgcctg 840 

gcgcaaattc aacaggccaa aaaggaaaag gagccggatt atgttttgct ttcagaaaga 900 

ggaatgcctc gacgtcgaga atttgtgatg caggtgaagg taggcaatga agttgctaca 960 

ggaacaggac ctaataaaaa gatagccaaa aaaaatgctg cagaagcaat gctgttacaa 1020 

cttggttata aagcatccac taatcttcag gatcaacttg agaagacagg ggaaaacaaa 1080 

ggatggagtg gtccaaagcc tgggtttcct gaaccaacaa ataatactcc aaaaggaatt 1140 

cttcatttgt ctcctgatgt ttatcaagag atggaagcca gccgccacaa agtaatctct 1200 

ggcactactc taggctattt gtcacccaaa gatatgaacc aaccttcaag ctctttcttc 1260 

agtatatctc ccacatcgaa tagttcagct acaattgcca gggaactcct tatgaatgga 1320 

acatcttcta cagctgaagc cataggttta aaaggaagtt ctcctactcc cccttgttct 1380 

ccagtacaac cttcaaaaca actggaatat ttagcaagga ttcaaggctt tcaggta 1437 

<210> 3 
<211> 4058 
<212> DNA 
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<213> Human 
<400> 3 



ccaatgttgg 


agccgtctgc 


aaagtgtccc 


cerercaaefaaer 


aererc tercet a 


ceaeaacerar 

V* CflVf CACflto to 


60 


tttagcttac 


tttttaaaga 


ttgaagaaaa 


aaaaeraaerac 


aeraaaaaeraa 


ffaaetraaap" 

to dC4.v_f Lvaciag 


120 


atacacaaag 


taatttgaac 


caaggctcag 


aaefttttterer 


aeccffteraerer 


erat acaereacf* 

to if av-a^Vf c*to 


180 


tttggtcaat 


attgtcttaa 


catgettcaa 


ataaatcaera 


terttctcaert 


ercae r rtcrap , t 

to^^o^ ^to^to v- 


240 


cttggtgagc 


agacatggga 


atccgaagerc 


aercaertataa 


aeraaefffctca 


ercaererctertt 

to^ c *&o^' ^to ^ ^ 


300 


gccaataaag 


ctttgactca 


atctacerctt 


cccaaaccacr 


ttcaeraaercc 


acreaaaafyt 

uVfV^v^aciaag if 


360 

Vf» V/W 


aatgttaaca 


ataacccagg 


caertataact 


ccaacterterer 


aac t eraa t 


err 1 1 r t a t ff 


420 


aaaaerergeraer 


aerccterccat 


ctacaerercca 


ttaeratccaa 


aerecat tccc 


aaa t tatap"a 

ctciCfi if taiuga 


480 


gctaattaca 


actttccrererer 


catertacaat 

Vf *f». If V M^iAU. If 


caeraerertatc 


attcrcccact 


epptaacatr 

to^ ^ *- cia^u. if Vf 


540 


ttttatgttc 


agctcactert 


aereraaataat 


eaatttttte 


erereraaerffaaa 


car trP"aeaa 

to d\_^ i, Vf ^ Q.Vf etc* 


600 

V/V/vr 


scterctaerac 


acaatercterc 


aateraaaercc 


ctcraacrrac 




appt at tppa 

etVf Vf u Ct if if Vf ^ et 


660 


gaaagatctc 


ctcaeraaterer 


teraatcaerera 


aaererataterct 

ac *oo a 61 ''toto 


atffatcraraa 


acatefpaaat 


720 


aagtctgaera 


tcaercttacrt 


ert tteraaat t 

If l» bgUUUU v- 


erctctcraaffc 


craaat a tore 


tfftcafftttt 

u to ^ Vf etto i« v. u if 


780 


gaggttatta 


aaeraaaertsrer 


accaccacat 


ateraaaaerct 


ttcrttactccr 

if L>to ^* t-t*-' ^ ^& 


act fftr acta 

c*to v Vf etto ^cx 


840 


geraeraerttct 


ctercaeraaerer 


acraaereraaat 


Ctg,V^Q.CtCiClCtU.V^ 


trteraacaa 


to^o^o^ ** to^o 


900 


accaccgtct 


tacaereraerct 


taaaaaactt 


ccacctcttc 




aaaorppaaaa 

et ct ct to VfVf ctetetet 


960 

V/V/ 


ctatttttta 


aaaaacerccc 


taaaacaata 


ertaaaererccer 


crarracraa t a 


t fforp e a a cere 


1020 


atgaacccta 


ttaercc erect 

V V* If*- to >-f w \_f Vf If 


erercercaaat t 




aaaaggaaaa 


CftTa CPP orcra t 


1080 


tatgttttgc 


tttcagaaag 


acffiraa tercet 


efface" teffacf" 

\-^to cl ^-'to ****o c *& 


aat t tc^tcrat 

CXCX If if Lf to ^ to 


Q"pa£ycrt craac 

to^-dtoto L get etto 


1140 


gtaggcaatg 


aaertterctac 


aereraacaerera 


cetaataaaa 

v»V l# Old. L C4.CtCl.CA. 


acataoreaa 


aaaaaa to*pt 

etet ctetetet u to^- y ^ 


1200 


gcaeraascaa 


tercterttaca 


acttererttat 


aaacreatrca 

ctcict-to*-' ^ ^ v>ci 


rtaatet tea 

If ClCl If If u ex 


ffca tpaap 1 1 

toto*- 1 ^ Vf etetVf u L 


1260 


gagaagacag 


gggaaaacaa 


aggatggagt 


ggtccaaagc 


ctgggtttcc 


tgaaccaaca 


1320 


aataatactc 


caaaaggaat 


tcttcatttg 


tctcctgatg 


tttatcaaga 


gatggaagee 


1380 


agccgccaca 


aagtaatctc 


tggcactact 


ctaggctatt 


tgtcacccaa 


agatatgaac 


1440 


caaccttcaa 


gctctttctt 


cagtatatct 


cccacatcga 


atagttcagc 


tacaattgee 


1500 


agggaactcc 


ttatgaatgg 


aacatcttct 


acagctgaag 


ccataggttt 


aaaaggaagt 


1560 


tctcctactc 


ccccttgttc 


tccagtacaa 


ccttcaaaac 


aactggaata 


tttagcaagg 


1620 
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attcaaggct 


ttcaggtatg 


aattaaaagc 


aaaaacaaaa 


aacaaaacaa 


ttcattagee 


1680 


tcagattctt 


catctgtata 


catcacaagg 


ctcattcttg 


ectgetagta 


tggectacat 


1740 


gccacttacg 


ttttaagtta 


tttaggaaca 


caaaggacag 


acaaaaaagc 


catatgeaca 


1800 


tgcctcattt 


tctcttattt 


ttgatctatc 


tagtaattct 


tttgetgect 


gtctcttctc 


1860 


cattttcctt 


cttctttttt 


aagcattttt 


catattcttc 


actgtcttct 


atttggtctt 


1920 


gattaggtgc 


atctatctct 


tcgctctgtc 


ttccacaaac 


aaaaattctg 


ccttcagaca 


1980 


tttggtgtta 


gtatttcaca 


ctcagttctc 


ccttttttta 


cataaggatt 


gagtttcttt 


2040 


ttatgatgat 


tttaccttta 


tagcaatttt 


gaattttgea 


ttctgttgct 


agtattgatt 


2100 


caggtacacc 


attaagatac 


aacattctag 


aagtctatta 


ccttaggagt 


taattaaaca 


2160 


tgatatttga 


agaataatga 


aatgctttat 


agttgtttga 


ggcataacaa 


tgtgtatttg 


2220 


ttttactgga 


tcatgttttg 


aactgactag 


ggagggtagc 


acctgcctca 


gatagtacca 


2280 


acaattctgt 


ttcactgggt 


agtctaaaac 


tagcttatag 


tttaacttaa 


cttgttgtgt 


2340 


atgtgaattt 


agggatggaa 


actttttttc 


ccctatttat 


tctttgtttc 


cttctgffgaa 


2400 


aaaaccccac 


aaaaatcagc 


actcctttat 


ggatacattg 


gagcttttga 


aagaattgta 


2460 


aactctagga 


aggggaaata 


tctgtgtctt 


gatttcttag 


ttgccttgaa 


aatcatgtac 


2520 


tgaactgtaa 


ccgctaactt 


gactggatga 


actagtttgc 


ttgtgtgtag 


agagtgtatt 


2580 


gcttcctcag 


atttcactgt 


tttcatctcc 


ttttccatct 


tagtctttat 


tccttaagac 


2640 


caaaaactgt 


aatatccttt 


agaaatgctc 


tagaagatct 


gtattgtgta 


gaatgatcat 


2700 


gtatttataa 


atattttaca 


agtttagatt 


ataaaatgaa 


aaagaaggtc 


atgtgttttff 


2760 


gggggtattt 


tgcatgttcg 


gatttttttt 


tcccttcacc 


gaacccttct 


gattctttca 


2820 


aactattgcc 


aggtagttgt 


tagtgtttct 


aattggactc 


ttaatatgaa 


cttcaagaag 


2880 


ctgttaccag 


ttatcggctc 


tgtcatctga 


aattttaacc 


acttaattta 


aagttacaat 


2940 


tttagaattt 


gtttttgttg 


ttttacctta 


agaaacacaa 


taaatcactg 


tttaaaaaag 


3000 


atctcaattt 


atataaagta 


ctggaaaaaa 


gctaagtaat 


ttttagttct 


atctataatc 


3060 


tccgtaggat 


gaattagaaa 


taaattgtga 


tgaaaagaaa 


ttaactgett 


atttateaat 


3120 


>-» l» CJ.GL L. V^CL til 




rrci era erf* o o /■* a 
gctgdg L data 


ccgcai ret z 


atagaaacaa 


agcacaaatt 


oloU 


gcattcaagc 


tctgaattga 


ttttttgett 


ggagctgttg 


ttacagtagc 


tgtaattttg 


3240 


ctaccagaat 


gtcttaattt 


tttaaatttg 


tttttatttc 


taagctcttg 


gcaatgacaa 


3300 


taattataat 


tttaacatat 


cttcactgta 


gtcaacatgt 


agagtctget 


tccctcatta 


3360 
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ttgcattgct aaggcctttt taaaaagctt atgcttacat aatatactct tttttatgga 3420 

cacgttatat gtttccaaat ctgtgtattg tgatttttac atactaatga atataaacag 3480 

gtgattttaa aatattactg tgcttctttg gttgaatgag ctggtattga tgtaaaatac 3540 

tctgtcattg atggaccact acctgcagct aagcagtgag cagaatctcc gggaaatgac 3600 

ttagtctggc cacatgcata gcccatcttc ataatgtcgc agcagaaggt tctttgtggt 3660 

taaaagtttt aaagcctatt tctttatagg taaccctctc aggtatattt acctggtaga 3720 

aaaacatgta gattgtttct attacttaaa tgttttaatt ggactgtagt ttagaaatta 3780 

caggaccagc ttgttacaga ttatacacta ttctgttact tttatttctg aaacttaaaa 3840 

acaataaatt ctttttctgt gtttctaggt tagaactttt ttattttatt gcacactgaa 3900 

cagatactgt tgcttattga atattgtgta aacccttctt tggctttcct tgcccattgc 3960 

aatttgattt aagcctacta gagccattgt atgtgacagc tatattgtat tacaaagtaa 4020 

aaatatatga gtgtattgaa aaaaaaaaaa aaaaaaaa 4058 

<210> 4 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 4 

atgacggagg ttgtgaggca ctgcccccac catgagcgc 39 

<210> 5 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
. <400> 5 



ffitiE# 2003-3060871 



2002-186799 A ^-i? : 81/ 



gcgctcatgg tgggggcagt gcctcacaac ctccgtcat 39 



<210> 6 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 6 

agagaaagcg gacaataacc ag 22 

<210> 7 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 7 

ccaagggaaa tgctcaaagt 20 



<210> 8 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 8 

ccgatatcat gcttcaaata aatcagatgt tctcagtgc 39 
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<210> 9 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 9 

ttgcggccgc tcagacggcc gagtttgatt tcttgc 36 

<210> 10 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Antisense oligonucleotide designed for STAU2 
<400> 10 

gcaccacgac aaaacaatca 20 



<210> 11 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 11 

actaacaaaa cagcaccacg 20 
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